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Background. Thrombocytopenia per se is one of the hematological diseases, which demands the repeated thrombocytes infusion. The last tendencies in the
management of this disease show the enhanced amount of the necessary thrombocytes doses for treatment and the worldwide trend for the declining of
donors. Considerably to these facts the new approaches for the thrombocytopenia treatment have been organized within last two decades. One of them is the
finding of the safe, appropriate and effective growth factor for platelets, which could significantly improve the level of thrombocytes.

The article describes the case of refractory ITP management in pregnancy. ITP diagnosed at 26 weeks of gestation, the platelet number at the time of diag-
nostics 20000. The other bone marrow disorders excluded by bone marrow biopsy. The in-patient of the High Risk Pregnancy Department (Obstetric Issues
of the Extragenital Pathology) from the 28 weeks of pregnancy. Modern approaches for treatment of ITP was describe in the article. Pregnant received ther-
apy according to the latest guidelines. Delivery in term of 33-34 weeks. Integrated treatment of thrombocytopenia.

Conclusions. The refractory ITP is a rare disease and could be occasionally seen during pregnancy, but the hemorrhagic complications could be extremely
harmful for both mother and child and demand the preterm pregnancy termination. The management of refractory ITP during pregnancy should be performed
according to the International recommendations for the thrombocytopenia treatment with all the reserve of the medications. The positive result of the ITP man-
agement and perinatal and obstetric outcomes has been achieved through the use of the entire arsenal of drugs, correct tactics of delivery with hemorrhage
prevention be using the 4 T strategy and the adequate doses of the tranexamic acid (sangera) and rhTPO (Emaplug) (Yuriya-Farm, Ukraine). It was the first

implementation of the subcutaneous rhTPO in parturient with refractory ITP in Ukraine.
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mmune thrombocytopenia (ITP) per se is one of the

hematological diseases, which demands the repeated
thrombocytes infusion. The last tendencies in the manage-
ment of this disease show the enhanced amount of the neces-
sary thrombocytes doses for treatment and the worldwide
trend for the declining of donors [1,3].

Considerably to these facts the new approaches for the
thrombocytopenia treatment have been organized within last
two decades. One of them is the finding of the safe, appropri-
ate and effective growth factor for platelets, which could sig-
nificantly improve the level of thrombocytes [1,2,3].

The thrombopoietin (TPO), the ¢-Mpl ligand, the pri-
mary natural regulator for megakaryocyte and platelets

Table 1
The main consequent approaches
for ITP management in pregnancy

development was purified in 1994, and since that two recom-
binant forms rh (TPO) and pegylated recombinant human
megakaryocyte  growth and development factor
(PEG-THuMGDF) have passed through the clinical investi-
gation [1,4].

The efficacy of both of them have been proved in different
hematological protocols, but showed no benefit in stem cells
transplantation and in leukemia chemotherapy [3,4].

There are some serious cautions for platelet infusion
therapy (PIT) in pregnancy. We do consider two main proto-
cols for PIT in gestation and postpartum period: acute
(after bleedings, PPH, postoperative blood loss) and repeated
(in patients with comorbidities- leukemia, SLE, ITP, TTP,

Table 2
Platelet infusion therapy and rhTPO use in treatment
of thrombocytopenia during pregnancy

First line therapy
Initial response Peak response Level of evidence
Oral corticosteroids 2-14 days 4-28 days CD
Intravenous 1-3 days 2-7 days C

immunoglobulins

Second line therapy (for refractory ITP)

Combined corticosteroids and intravenous immunoglobulins

Splenectomy (second trimester)

Third line therapy

Relatively Anti-D immunoglobulin C

contraindicated Azathioprine D
Not recommended, Cyclosporine A(C)

but use in pregnancy Dapsone C

described Thrombopoietin receptor agonists C

Campath-1H C

Rituximab C

Contraindicated Mycophenolate mofetil C

Cyclophosphamide C

Vinca alkaloids D

Danazol X

Platelet |rhTPO
infusion
therapy
Pregnancy Gestational thrombocytopenia -
specific HELLP syndrome + n.s.
causes
AFLP + n.s.
Severe preeclampsia + n.s.
Non- pregnancy Primary ITP + +
specific causes Secondary ITP " "
and TTP/HUS + ns.
) von Willebrand disease type 1B + n.s.
thrombocytopenia _
associated Systemic lupus erythematosus + n.s.
with systemic Antiphospholipid syndrome
disorders — -
Viral infections
Drug induced thrombocytopenia
Bone marrow disorders + +
Splenic sequestration + +
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Table 3

The management of refractory ITP in pregnancy

Week of gestation Line of therapy Dosage Platelets level Hemorrhagic signs
28 1line prednisone of 1mg/kg daily 20000 -
29 1line IVig 1 g/kg 5000
30 2 line Combined corticosteroids and intravenous 5000-12000-5000

immunoglubulins
31 2 line Combined corticosteroids and intravenous 3000-5000 +
immunoglubulins
rh TPO (revolade)
Tranexamic acid infusions (sangera)
32 2 line rhTPO (revolade) 2000-single platelets in blood +
Tranexamic acid infusions (sangera) smear
33 2 line rhTPO (revolade) Single platelets +
Azathioprine in blood smear
Pregnancy termination — elective caesarean section (female 2300 g, 44 sm)
Prophylactics of hemorrhage (total blood loss 700,0 ml)
Tonus Tissue Thrombin Trauma

Carbetocin after the cord clamping | Argon-plasma coagulator

Platelets infusion — 4 doses of afferent PIT
Octaplex (according to weight in kg)
Octagam (according to weight in kg)

Erythrocytes infusion

Low segment incision
Extraction of child in the intact amniotic membranes

Postpartum period

Therapy Platelets level

Hemorrhagic signs

PIT +sangera Single in blood smear

Pulse -therapy +sangera Single in blood smear

Emaplug s.c. (300 units/kg)+sangera
Rituximab (1 per week)

Single in blood smear- absent
in blood smear-30000

I
No major bleeding from the wound by caesarean section performed

n
No major bleeding from the wound by caesarean section performed

HUS etc.). In the second situation we have to consider the
possible refractoriness and alloimmunization and in both sit-
uations we have to assume the possibility of the transmission
of the infectious agents (viruses of hepatitis B,C, HIV) and, of
course, the transfusion reactions. There is one more important
factor for the limitation of platelet infusion - the limited sup-
ply of the products and significantly high cost of them. The
main consequent approaches for ITP management in preg-
nancy are represented in the table 1.

In the table 2 we represent the data concerning the PIT
and rhTPO usage in pregnancy and postpartum.

The case of refractory ITP management in pregnancy.

Patient Ch., 25 years of age, diagnosed for ITP at 26
weeks of gestation, the platelet number at the time of diag-
nostics 20000. The other bone marrow disorders excluded
by bone marrow biopsy. The in-patient of the High Risk
Pregnancy Department (Obstetric Issues of the
Extragenital Pathology) from the 28 weeks of pregnancy.
The therapy on the regional level started by oral corticos-
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CoBpeMeHHbIe NoAXoAbl K NIe4eHuio pedpakTepHOil UMYHHO TPOMGOLMTONEHUN NPU 6epeMeHHOCTH

Aaseigosa K0.1, Jiumarckas A.1, Knumenko C.2, Mokpuk A.1, Byterko J1.1, OropogHuk A.1

1TY «MHCTUTYT neguaTtpumn, akylwepcTsa U rmHekonorum HaunoHanbHOM akageMmnm MeguLnMHCKNX Hayk YKpanHbl»

2 Y «YKpanHCKNIA LEHTP PaavaLoHHON MeavumHbl HaumoHanbHOM akageMmm MeguuMHCKNX HaykK YKpanHbl»

AKTYanbHOCTb. VIMMyHHast TPOMOOLMTONEHNS ABASETCA remMatofnornyecknm 3abonesaHnem, KOTopoe TpebyeT MOBTOPHbIX MHAY3MIA TpomM6oLKTOB. Mocnea-
HUE TEHZEHUNN B MEHEKMEHTE JaHHOr0 3a60/1eBaHUS CBUAETENLCTBYOT 0 60/bLIOM KONMYECTBE HEOOXOAUMbIX 403 TpOMOOUMTOB Ana neveHus UTM. B
CBA3N C 3TUM B Te4eHUe NocneaHuX ABYX JEeCATUNETNA OnpeaeneHbl HOBble MOAX0Ab! K NeYeHunto Tpombountonern. OfHUM U3 HIX ABASETCH NOUCK 6e30-
nacHoro u 3 eKTUBHOro hakTopa pocTa TPOMOOLMTOB, KOTOPbIA MOXET NPUBECTU K 3HAYUTENBLHOMY POCTY KONUYeCcTBa TPOMOOLMTOB.

B cTatbe onucaH KNUHUYECKUI Cnyyail BefeHUs 6epeMeHHON C BrepBble BO3HUKLLIEN UMMYHHO TPOMOOLMUTONEHUEN BO BpeMst 6epeMEHHOCTU. Y bepemen-
HOW, B CPOKe 26 Hefenb, AnarHoctuposaHa UTM. Ha MOMEHT NoCTyneHns B KNUHUKY YpoBeHb TpoMboumTos coctasun 20000. MyTem nposeeHns 6uoncun
KOCTHOrO MO3ra UCKII04eHa ipyras natonorus. Ha MOMEHT NoCTynneHne B OTAENEHUE aKyLIEPCKUX NPOBNEM 3KCTpareHnTanbHOM NaTonorum cpok 6epemMeH-
HOCTU cocTaBmn 28 Heaenb. bepeMeHHas nony4yana Tepanuio COrnacHo HOBEMLWUM pekoMeHaaumsm. Pogopaspeluerne B cpoke 33-34 Henenw. Mocne poao-
paspeLueHIs NPoBeAeHa KOMMeKCHas Tepanis TpOMOOLUTONEHNM.

BbiBofbl. PechpakTepHas UMMYHHAsA TPOMOOLMTONEHNS ABASETCA PeaKUM 3a00/1eBaHNEM U MOXET ObITb «CAy4aiiHOI HAXOAKO» BO BpeMsi 6ePEMEHHOCTH,
HO remMopparu4eckue OCNOXHEHUS1 MOTYT HECTU Yrpo3y Kak Ans martepu Tak u ang nnoga. MeHemkMeHT pedppaktepHoit UTI BomkeH OCyLIeCTBAATLCA
cornacHo MexayHapofgHbIM pekoMeHAauMaM C NCMOoNb30BaHNEM BCeX AOCTYMHbIX NpenapatoB. [onoxuTensHOro pesynstara MeHemxmenta TM Bo Bpems
6epeMeHHOCTM yaanoch Jo6uTbes 6narofaps UCNonb30BaHNA LMPOKOrO apceHana npenaparos, NPaBUbHON TaKTUKWM POAOPA3PeLLEHNs U NpounakTuke
KpoBOTEYeHus. BkntovatoLlen B cebs 4 T cTpaternio W afekBartHble 403bl TpaHeKCamoBoi Kucnotsl (sangera) u rhTPO (Emaplug) (HOpusa-®apm, YkpanHa).
970 6bIN NepBbIit ONbIT NPUMeHeHNs NoaKoxXHoi thTPO y poxeHuw ¢ pedopaktepHoii UTI B YkpanHe.

Knioyesble cnoBa: MMMyHHas TPOMOGOLMTONEHNS, 6epeMeHHOCTb, neyeHne WTI, amannar, caHrepa.

CyuacHi niaxoau no nikysaHHs pedpakTepHOl iMyHHOT TPOMOOLMTONEHIT NpU BariTHOCTI

Aasugosa I0. 1, Jlimanceka A. 1, Knimerko C. 2, Mokpuk O. 1, Byrexko J1. 1, OropogHuk A. 1

1 Y «IHCTUTYT neaiaTpii, akywepcTaa i rinekonorii HauioHanbHOT akagemii MeanyHnx Hayk YkpaiHu»

2 1Y «YKpaiHCbK1I LLEHTP pagiauinHoi meanumHmn HauioHanbHOT akagemii MeamnyHnx Hayk YkpaiHm»

AKTyanbHicTb. IMyHHa TPOMOGOLMTONEHIA € reMaTosoriYHNM 3aXBOPIOBAHHAM, SIKe BUMArae NMOBTOPHUX TPOMOOIHAY3ii. OCTaHHI TeHAEHLT B MEHeLKMEHTI
[1AHOT0 3aXBOPHOBAHHSA CBiA4aTb NPO BESUKY KiNIbKICTb HEOOXIAHUX 103 TPOMOOUWTIB Ans NikyBaHHA [T, V 3B'A3KY 3 UMM NPOTATOM OCTaHHIX ABOX JECATUNITb
BW3HA4YeHi HOBI MiAXoA4W A0 NiKyBaHHA TpomboLuuToneHii. OgHAM 3 HUX € NOLWYK 6e3ne4HOro i ecPeKTUBHOrO hakTopa PocTy TPOMOOUWNTIB, AKMA MOXeE
NPUBECTN [0 3HAYHOIO 3POCTAHHA KiNbKOCTI TPOMOOLMTIB.

Y cTarTi onucaHnid KNiHiYHWA BUNALOK BEAEHHS BariTHOI 3 TPOMOOUMUTONEHIE, WO BrepLue BUsABSIEHA Nif Yac BariTHOCTI. Y BariTHOI, B TepMiHi 26 TUXHIB,
piarHocToBaHa ITr. Ha MOMEHT HaaX0MKeHHs B KAiHiKy piBeHb TpombounTie cknas 20000. LLnsxom npoBeaeHHs 6ioncii KiCTKOBOrO MO3KY BUK/IKOYEHA iHLLA
remaronoriyHa natonoris. Ha MOMEHT HaAXOMKEHH: [0 BifLINEeHHs akyLepcbKuxX Npo6Mem eKcTpareHiTanbHoi NaTonorii TepMiH BariTHOCTI CKNaB 28 TUXKHIB.
BaritHa oTpumyBana Tepanito BiAnoBiJHO A0 HOBITHIX MiXKHAPOAHUX peKOMeHAaLin. Po3poKeHHs B TepMiHi 33—-34 TuxHi. icns po3poKeHHs npoBejeHa
KOMMeKCHa Tepanisi TPOM6OLUTONEHi.

BucHoBku. PecppakTtepHa iMyHHa TPOMOOLMTOMNEHIS € PiAKICHUM 3aXBOPHOBAHHAM i MOXe BYTI «BMNAAKOBOK 3HAXIAKOK» Nif Yac BariTHOCTI, ane remMopariyHi
YCKIAZIHEHHA MOXYTb HECTW 3arpo3y fK Ang matepi Tak i 4na nnoga. MeHemKMeHT pecopaktepHoi ITI noBMHeH 3AiNCHIOBATUCS BiANOBIAHO [0 MiKHApOAHMX
pekoMeHAaLlii 3 BUKOPUCTAHHAM BCiX JOCTYMHWUX npenapari. 103UTUBHOrO pe3ynstaty MeHemKMeHTy ITI nig vac BariTHOCTI BAANoCs AOMOITUCS 3aBAAKN
BUKOPUCTAHHIO LUMPOKOr0 apceHany npenaparie, NpaBuUibHOI TAKTUKM PO3POKEHHS | NPOMINaKTULi KpOBOTENI, L0 BKMKOYae B cebe 4 T cTparterito i afekBaTHi
[031 TpaHekcamoBoi Kucnotn (sangera) i rhTPO (Emaplug) (tOpis-®apm, Ykpaina). Lie 6yB neplumii focBif 3actocyBaHHs nifgwkipHoi rhTPO y nopoginb 3
pedpakTepHoto [T B YkpaiHi.

Knio4osi cnosa: imyHHa TPOMOOLMTONEHISA, BariTHICTb, JTIKYBaHHA iIMYHHOI TPOMOOLMTONEHIT, emannar, caHrepa.
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